Management approaches for regionally advanced cancers include cytoreductive surgery and hyperthermic intraperitoneal chemotherapy (HIPEC), isolated limb infusion and perfusion, isolated liver perfusion, hepatic artery directed therapies, and other novel therapies, such as thoracic and pelvic perfusion. Surgical oncologists are incorporating these approaches with increasing frequency worldwide as safety, morbidity rate, and therapeutic considerations are better understood. 1 These advances in regional treatment options have challenged the staging systems, examined the quality of life associated with treatment, and sought to improve patient survival for diseases with limited options. Recent improvements in the understanding of tumor biology have allowed for improved selection, and in some cases a shift from palliative to a curative intent.
In this issue of Annals of Surgical Oncology, a series of articles from the Sixth International Symposium on Regional Cancer Therapies have been solicited to offer an update on the management of advanced malignancies. These articles capture and highlight the advances that are being made in the surgical delivery of regional therapy such as isolated limb infusion in contrast to a perfusion, the improved staging, and better understanding of histology and improvement of technique and outcomes for patients with carcinomatosis.
In the first article, quality of life after isolated limb infusion for in-transit melanoma and merkel cell carcinoma is shown to have common postprocedure symptoms of skin changes, edema, and numbness; however, no patient in the series showed residual functional impairment of the treated limb. 2 This work provides important insight into long-term toxic effects for isolated limb therapy. 3 In the second article, staging of histological subtypes of appendiceal tumors is examined utilizing the SEER data set. 4 Patients were classified into subsets of adenocarcinoma, mucinous adenocarcinoma, signet ring cell type, goblet cell carcinoid, and malignant carcinoid. The proposed model highlights the significant differences between same stage histologies and provides a simple clinical tool to prognosticate the disease process.
Next, a large series of patients with mucinous appendiceal peritoneal carcinomatosis was assessed to examine postoperative and oncologic outcomes after cytoreductive surgery and HIPEC. 5 This article demonstrates adequate cytoreduction in 82% and major morbidity in 25% of cases. 6 Tumor grade, cytoreduction achieved, previous chemotherapy, and preoperative peritoneal carcinomatosis index (PCI) score are reported to be significant predictors of time to recurrence.
The challenges of assessing the extent of carcinomatosis is addressed in the fourth article where authors examined diffusion-weighted and gadolinium enhanced MR imaging in an attempt to more accurately predict the PCI score. 7, 8 They found the MRI PCI and surgical assessment PCI to have no significant difference. This radiation sparing modality holds potential for noninvasive screening and selection of patients for HIPEC and may allow for more thoughtful operative selection.
Variations in the tumor biology of mucinous appendiceal cancers and the expression of inflammatory mediators led authors in the next article to consider the role of antiinflammatory agents to target inhibition of mucin in appendiceal neoplasms with pseudomyxoma peritonei (PMP). 9 This work is important in a murine xenograft model, because it shows a potential role for targeted therapy to reduce mucin production by examining secretory mucins (MUC2) and the potentials of dexamethasone and Celebrex. 10 The final two articles are clinical outcome reports focused on cytoreductive surgery and HIPEC for advanced abdominal malignancies. 11, 12 One article specifically examines the subset of peritoneal sarcomatosis. 13 In this paper, authors point to the ability to perform complete cytoreduction and a low PCI score as important predictors in patient selection. This manuscript provides a thoughtful application of HIPEC for sarcoma and a helpful review of the pathology specific literature. The last article utilizes two case-matched groups with diffuse peritoneal mesothelioma. They report routine complete parietal peritonectomy compared with selective parietal peritonectomy.
14 In their study, those who underwent complete peritonectomy had no increase in operative complications and a significantly longer overall survival. The concept of systematic complete parietal peritonectomy is new and holds potential to impact surgical decision-making.
In summary, it is our hope that this series of articles provides an important educational resource regarding some of the most challenging clinical situations of advanced malignancy. These articles are a small representation of the novel surgical therapies occurring for patients with advanced regionally confined malignancy. Ongoing performance and presentation of basic and clinical research in the field of regional therapy will improve the outlook for these unfortunate patients.
